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ECTBhWSCIDW lET-743) W HEAVILY PJ^ETWEATCD RJEfRACTORY SARCOMAS: 
PBEUMNAKt EWJEWCE oF ACrnVTTT 

S DeIaloge\ M.' Riofno\ E. Bran'. P. Cottu', A. Taamma . M. Mart/. C. 
Guzmar^, JJ^ Misset\ E. CvrlKDv|c\ Vop Paul Brousse; Centre Ren6 
Huguenin; *Hop si LduIs; 'CAC. France, Tharmamor, Spain. 
Er-743 b a tetTBhydf^oquinolone of marine origin, curttnlly in Ifilc phase I, 
early phase II developnienL wflh neutropenia and thrombocytopenia fT) as 
Cmifing toxdfics. Fat'gue and reversible trensarn'mifis (Tm) were also noUced. 
Antftumoral adMty has been detected during the 24 hours continuous infusion 
(CO-every 3 weeks schedule phase I (ASCO 1999, abst 690), v^ich has 
mmpteted sccruaL Wo report hert our cunent overall experience in Ireatmenl- 
refradtory advanced sarcoma pslients (pis). Pts charad : Eleven pts (9 soft 
tissue sarcomas (STS) and 2 osteosarcomas (OS)) received ET-743, ID at Ihe 
recommerKjed dose (1500 pg/nfl, one at the ma>dmum tolerated dose (IBOO 
pg/rrf). 9 of them were treated In the phgse I trial, while 2 received 51-743 on 
a compassionate use liasls. Sex: 6 men/5 women, median bqb: 37 years (16- 
71), median number of previous chemotherapy regimens: 2 (1-4) (aO pts pre- 
treated wHh snihracydines and alKyletois); median PS: 1 (0-2), median 
number of metastatic s?les 2 (1-3). Results : Toxidty is evaluable for the 36 
given cycles. Grade 3-4 toaddlies are scute nsversJble Tm peaking at day 3-5j 
(52%), N P9.5%) and T (10.5%). Febrile N occurred In 2 cydes (5%). All 11 j 
pts are evaluable for sntftumor adMty. Two PR (1 ongoing), 2 MR (2 ongoing) 
and 3 SD pasting > 4 months) were observed. Among the 2 osteosarcorrtas, 
there was 1 PR and 1 MR. ET-743 Is a promising new agent for heavily pre- 
trealed refractory OS and sTS, Based on this experience, a phase I! program 
is ongoing, assessing the 1500pg/mP/24^oufs CI schedule In such pts. 
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A Phase I and Pharmacokinetic Trial of Ectcinascidin- 743 (ET- 743) 
A J • •ff.rij « a 72 «our Continuous Infusion. David P. Rvan. Jeffiey G. 
Administered as a 72 cAfliner. J&Win Roper. Paul Baccala. M 

'AStLlt^clX C^C^k Lji^eno. JeJ^efw. Clark PharmaMar. 
SjL. Madrid. Spain. 

FT 743 is a tetiahydroisoquiDoIine alkaloid that binds to the minor 8?oove of 
W m^HniS^^Sdks showed enhancement of tumor growtii inhibition wifli 
Smcc Preciii""V^iuui« " . of ET-743 administered as a 72 hour w. 

^'t'^TZ^^^ SSills patienis ^ih metastatic soUd tumors we 
^i S-Tme^ 6^m^; mSi^n age=52 years; 15/15 -i* TCOG pcrforn^ 
c^iJ^,c^l • 4/15 ^d>2 prior regimens. The dose has been escalated from 600 mgfei2 to 
t^^^llv^^ ^^S^xcA dose (MTD) of 1200 mg/mi Grade 3 tiansamimt^ 
vSj as a dose limiting toxicity (DLT). TTiere were no DLTs among the 6 

SenS «teSat the first two d^se levels, but 2 patiente on fo^k^^ ^ "^^^ 
Ks^initis. At dose level 3 9 patients have received ^l^^fS^f^^''?:^^^^^ 
^.^A <rr^Af^ d and 5 natients had crade 3 transaimiutis, AST/ALl levels increasea on 
iSed oKy^T^d returned to baseline by day 21. 1 patient at dose 
3 S^Sdlrade 4 rhabdomyolysis. grade 4 neufropema. 3 
S^mlK.cS)^a and £ute renal failure during the 2nd cycle of therapy. Another 
SttSoSlevel 3 had grade 3 neutropenia. ET-743 plasma Fofiles ;^ere biphaac 
S aSS, biological h^life of 59.9 ± 33:4 hr. Mean values of the total body 
Sic^ TO. peSc plasma concentration (Cmax) and area under the curve (AUC) 
are summarized below. 
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1.600 
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3.1200 


29.4 
35,7 
U.1 


283 
581 
908 


12.0 
24.7 
42.7 


0^3 
Qf3 
3^9 



Activity was assessed by CT and PET scans before treatment and after every 2 cycles 
of Aerapy. as well as PET scan during week 2 of cycle 1. There was evidoice of 
activity S 2 patients at dose level 3. A patient with mesothelioma showed a response 
g PCT^d h: scans that has not yet met criteria for PR. A parent with choroidal 
melanoma also showed reduced fiuorodeoxyglucose uptake by PET scan after oiie 
cycle of therapy. Further refinement of the NTTD and contmued assessment of patients 



is ongoing. 
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py, ta- a complete rembfiion rate d 46% (6^0). TT>0 mo<rian 
curafion of response was 10 monihs. The median survhml cl ihe errtre psctents 
popufeilon %«i3 9 fnomhs wlh 33% euivival r&ies et 1 year. T>k pafien! wilh 
MO b tree of Ocs«a« al K monihs from Ihe beginning d chemctherspy. 
Vomhifte O'wle 3. hemaiolosic toxlci^ pTsbe 4 in one pai'icfll ana Sra^3 
In r»flenis were ihe mEjor oompricaflons due to ehsruolherapy. while 
nechrotoxHiy end neuroioridv were usually mad. 

Conclusion: Our sequcnual chenxwadtolhcrapy regimen appears to hove 
»ign;ric&nl Bctivrty in edicts wrth nawly diagnosed high-graflc B«l0fna«. 

|636P| (Neovastat), an Inhibitor of anglogenesls: 

^ ' Phase l/U lung cancef clinical trial results 
M. RKftftre^ J. LetreHle' . P. FalanJeau'. 1 Duponl\ '^lema Laxwwitorfeff 
he^ Ste-f^ O^N aaB, 'Centre HospitaRef de fUrwetsM de Montrfa/. H2W 

Introduction: >E-041 « a eompleii damred from cartaafifi inai has shown 
boih enSangloflenlc end anitmeialloprotelnasc actWiiea. Oral adminislraCon of 
>E«W1 (125 mgrtso) resullod In approximately 50-70% redualen In tfie number 
ol lung metBsbses using Ihe Uwis Lung Cardnoma mouse mode!. No signs 
ofioedcky uren ebaen«d. 

Methods: «-941 b currenOy In Phase Wl dlnlal trials h Canada and 
in the US tor the Ireatmool of lung. protWe and ftncasl cancels. PatiertB 
were administered esealadng doses (4) of «-941 for 12 weeks. TolerabWV 
and cr»ifcal benefte (lumor assessment EOOG, body weigh* end enalgesc 
ixji m jmpfion combined) wore evaJualad. 

Rcsufta: Reautis obuuned from 2S afiseaaabte paBents of the Phase Wl Irtal 
lor lung cancer snow a trend In favor of a oose/response effea of peiienb' 
dinicoJ benefits. Doaes ranging between eppreorlmately 1 0 ic 60 mg/kfl were ad- 
minlsiered oral^ Indudtng the Canadian Spedal Access Program ihat started 
wi July 1996 and the ongoing Phase Ull cfinical trials, approximaiely ihree hun- 
dred and Ihirty (330) paliems have be«n exposed to /E-wi for up to 20 months 
Without reportinfl any serious adverse events deflnlilvety associated with II 

Condusions:OrBladminislra«on of >E-S41 demonstraies a favorable eafety 
proWe and show a posllhre trend In levof of e dose/reaponse improvemenl in 
cTinical parameters. Complele results of Phase fl lung and Phase I breast and 
preoale trials wQI be available 03-08. 



[ 637P I In vitro cytotoxicity of Tomudex (TOI\ff) in combination 
' ' wHh 6-FIuorourocil (6-fTJ) and levofolinic acid (LFA) In 
head and rteck and colon cancer cell fines 

A. BudiPon. D- Bsrbarulo. E. Di Gennare. C Manio, 6. Cornelia. 
F. Caponlgra tsVtuto Nutenaie TUmSrt G. Pasoaie, NtpoTi. ttaly 
Tomudex Is a pure ihymldyfate synthase Inhibitor, wfth dlnlcal activity in 
colorectal cancer and in other solid tumors. TOM has recenUy been reported 
to down-regulate the aciTviiy of dihydropyrimldlne dehydrogeneee (DRD). and 
this ImpPes a potential role for TOfy^ In combination with 5-FU. 

We have evaluated the diotoxldty of TOM, 5-FU end LFA. when used in 
several different schedules In three colon cancer cell Hnes. (LCVO, GEO and 
SW62P) and in one oral epktemwid cardnoma cell line (KB), ustnfl the SRB 
ooforimetrw essay. 

I_FA 5 /iM atone had no oflocf on ceO proliteration, whHe in comblnaBon 
whh S-FU tl reduced by about 50% 5-FU ICSO In all tested cell lines, as 
ejtpeclod. If 5-FU was added simultaneously to TOM. a sBghtly addiUve effect 
was obsenred. When l^A, alone or m oombinaiion with 5-FU. was added 
slmuttanecusly to TOM, It slgnlflcenUy Inhibited TOM^nduced dtotaw'city by 
Incrwsing TOM ICSO up to 30 fold. The same cffcd was observed If ceDs 
wore treated with LFA atone or in combtnelion wflh S-FU loOowed 24 hrs later 
by TOM, In this case TOM ICSO was increased up to 10 fold. When S-FU 
alone was fcftowed 24 hours later by TOM, an additive effect was observed. 
Wereelingly, if cefls were exposed for 24 hours to TOM and then to 5-FU + 
LFA, a dear eynergism was obsenred In all tested ceil lines, white only en 
additive eflcct was shown when 5-FU alone was added, thus indicating an 
important role for LFA in this echedule-deperdent synergistic effect 

In condusion, our preHmtnary In vitro studies suggest mat LFA does not 
inierlere with TOM cytotoxtdiy if a 24 hour interval elapses between The two 
drugs. In addition, this study also indicates that the oombinGtion of TOM 
feilcwed 24 hours taier by LFa^SFU is a wonh pursuing approach lor cflnJcal 
investigatton. Finally, we are curronify measuring DPD activity in all tested cdl 
lines in onjer to Ttr^ out a possible correlaiton wih in vrtro synergistic eltecL 
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Resistance to Gemcftablne (GEM) In a Fas-llgand 
(FasL}-resistant cell line is not dependent on the 
Fes/Fast (C095/C095L) system 

Meti ^-'. M. Totomeo*, N, D'Alcssanoro*. S. Grimaudo'. G. RubertT, 
G. Pepoff*, L R3usa\ L. Ousonchd^. UnsUluto vl Oncofogyr Insime ol 
Pharmscdogy: *Cnair of Hematology: University of Pslermo. 'Institute of CcB 
Biology. CNR Rome, ftaly 

Introduction: The T-cell lymphoma HUT76B1 cells were selected by exposure 



Novel therapeutics and pharmacology 



to a Fas-egonlsUc Ab and, m contrast to the parental HUTTC, are raslstani 
to Fas-medialed epoptosis ouvtng io tfte expression of both a wild-type and a 
truncated Fas receptor. HU77BB1 relafn sensilivity to apoptosb ftom various 
anb'canoer drugs, but are resbtani to the cytldtne analog GEML 

Methods and rcsutis: CytotoXicny MS evaluated fay vh&lfly assay and 
epoptosis by flow cytometry and fluorescence mio os ccpy. m eompartson 
with HUT7B. HUT78Q1 exhlbhed a high (about lOO-toW) res'stanoe to tw 
cytotoxic and epoplofic eftects of GEM, They were moderBtely croaweslstam 
to cyiarsblne. but retalr^ senslttvily to ftudaabine or hydroxyurea, lb daitty 
whether Ihe Fas/FasL system plays a nie In oettular response to GEM, we 
evaluated the effects of GEM In HUT7e after pretrealmerrt with Fast- (N0K1. 
N0K2) or Fas-(Z&4. DX2) btodung anybodies or the inhibitor of caspssa 6 
YVAD<mk. Overall, we did rwl observe arty dearcul effect of such fatoddng 
reagents on GEM-inOuccd apoptosis and cytotoiddly. in spite of an increase in 
FasL levels after 4 or B h of exposure to OEM. as shown by Western btoning 
assay. However, the apopioilc efiecis oi GEM were suppressed by Z-VAD, 
a wide spectrum inhibitor ol cespases. Finally. HUT7eB1 Bocumulaled about 
lO^fcId less SK^EM than HUTTe, 

Conchisions: The anUtomor effects of GEM on HUTTB oels do not eomftate 
to the Fas/FesL pathway, whereas they seem to be dependent on the caspBsa 
cascade. GEM eocumulstton by the cells might account for the response to 
GEM in this model. The possible inieraeSons between the Fas/FasL system 
and chenwtherapeutics agents deeerve further invesBgeSons and Rwgfit have 
relevanee to c&ncar therapy. Supported by ED U|ly. * 



e39P Ecteinascidin-743 (ET-743) 24 hours continoua ^ 

' ' Infusion (CI): Clinical and pharmacoWnatlc phase I 

study prosressWe report 

M._PIp|rtQ^ , A. Taamma\ B. Mdtmntcr' . F. (5oIdwasser^ J. JImcho", 
C. JasnwnV J.L Mosal'. E. Cvitfcowc\ *FSMSrT, Hdpits/ PBt^Btmsue, 
vtucjuit Fnnce; ^Phama Mar, Madrid. Spain 

Introduction; ET-743, a letrahydroisoquinofinc alkaloid isolated from the 
Ecteinascdia Turtinata, a minor grove DMA binding agent speciTiC tef the 
guanine rich regions, wiih potent acifvfty In murine tumw riKxjela and in human 
fines In vllro end In vivo. Bone manow and liver function toxWty were shown 
in prectinical studies. A phase I study wlh ET-743 LV. 24 hours C.J, every 21 
days is ongoing, in soKd avanced stages tumors. 

Methods: Since may 1996, 31 pis were treated over 9 ooee levels (DL) 
from SO to 1 BOOug/m*. Median number of cydes^ts; 2 (1*<), median age: 55 
(26-74). F^M: 18/13. ECOG PS: 1 {0^ Tumor (yper. cote-rectum (7), ovar/ 
(4). sarcoma (7). renal (3), breaei (4), bladder (2). tsiyrot (1), gastric (2) and 
ACUP (1), all refrectory to standard chemotherapy. Naus«aAromtilng (grade 
2) and reversible (4-6 days) transaminase ^eva^on starting ^ days afler 
ireatmenl were seen from 600>ig/m* OL This toxldty Is self BmfiJng (resolved 
by cay 7-io). Maximal uansaminase (ASAT- ALAT) elevation, and neutropenia, 
at the Five highest DL is shown below (NCIC-OTO) 
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Conduolon: The inddence of reversible grade 4 trensaminatea and fre- 
quency of grade 4 neutropenia suggest that MTD is dose to 1600^9^ 



64 OP Optimization of lumor suppressor genes delivery 
using original cationic lipids in malignant 
mesothelioma cells 

S. Fipemo-Neumann '-'. X-A. Ceo', a Couden', J.L Breau*. M.C. Jauranrf'. 
E. Taillandler' . *Lsborafo/fe tfc Spcclnm^tria Mot^cottfrc. Uflfverstti Paris 
XIII, Bottgny, Fr&nce. '5erwce eTOncolosIe Medfca/e CHUAvicwnc, 
Bobigny FrancB 

Human matignarrt mesotherioma (MM) displays ctuomoeomal abnormaliliea, 
particularly homozygous deletions of the pl6 tumor suppressor gene. 

tn snempt to rcplzicc altered genes in MM oeD lines in culture and in nude 
mice xenograft we developed e non viral gene delivery technique, using 
origir\al synthetic csbonic liposomes V14 and V5, and a DNA compacting 
agent spermine. TranM^llon u^*ng rvaked ONA or comnMrclallied cetonte 
Pipids is inefTcient in MM cells. Cdl tines were established from the MM of 
patients in accordance wHh pathological criterte, and pHof to therapy. 

The first step was to test the ability d dtfferent earners: DOTAF. flpofcctine. 
and original V5 and Vi4. Therefore, we studied the galaooaidase (^gat) 
gene expression In 3 hunwn MM cdl lines in culture (RaV, FER, BLA). after 
trans fection of a /(gal reponcr gene (pCMV/l CLOf^CH) completed to lipids. 
2,10* cells were Iransfeclcd with 0.S to 9 **g of pCMV^ alone, condensed wfth 
spermine, then ccmpiexed to cationic lipids. The yigaf activity was measured By 
chemoluminescence (Qalactoliflhf TROPIC) 48 hours after transfecb'oa The 
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